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Attention: 8(e) Coordinator

Dear Sir or Madam:

The information below is submitted in accordance with the EPA’s interpretation of Section 8(¢) of
the Toxic Substances Control Act by the Chemical Manufacturers Association Oxo Process Panel on
behalf of the following producers of ethyl acetate: BP Chemicals, Inc., Eastman Chemical Company,

Hoechst Celanese Corporation and The Monsanto Company.

DuPont Haskell Laboratories, under contract with the Panel, is conducting a study required under

the Testing Consent Order for neurotoxicity testing on ethyl acetate (60 FR 4516, Jan. 23, 1995). The
Panel does not believe that the data from the Haskell study constitutes a substantial risk. Nevertheless,

this submission is intended to discharge any 8(e) responsibilities that might exist, and should be
processed in accordance with the EPA’s “substantial risk” procedures.

The information detailed below arises from microscopic pathological evaluations made following a
90-day vapor inhalation study with ethyl acetate (CASRN 141-78-6) in the rat:

Minimal to moderate degeneration of the nasal olfactory mucosa was observed in males and females
exposed to 350 ppm, 750 ppm, and 1500 ppm ethyl acetate and was considered to be compound
related. This effect was observed at all exposure concentrations for both sexes and increased in
incidence and severity with increasing exposure concentrations. Olfactory degeneration was

generally limited to the dorsal and anterior regions of the nose.

This information should be considered preliminary. The final report will be submitted to the “
Agency as soon as it is available. g
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If you have any questions regarding this letter, please coniact Barbara O. Francis, Manager of the "‘? el
Oxo Process Pancl, at 703/741-5609. ~ _’:‘,F
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REPORT <> Pathological Evaluations

Materlals and Methods

Ten rats/sex designated for the 90-day clinical pathology examination from the control (0 ppm)
and high concentration (1500 ppm) groups, and all surviving rats from the low (350 ppm) and
intermediate (750 ppm) concentration groups were sacrificed by carbon dioxide anesthesia and
exsanguination and necropsied after approximately 90 days on study.

Liver, kidneys, lungs, heast, spleen, brain, adrenal glands, testes (right), and ovaries from rats
sacrificed by design at the ead of the exposure period were weighed wet at necropsy. All rats
on study were given a complete gross examination and representative samples of the following
tissues were saved at necropsy: liver, kidneys, lungs, heart, skeletal muscle, spleen, aorta, brain
(cerebrum, midbrain, cerebelfum, medulla/pons), spinal cord (cervical, thoracic, lumbar),
stomach, duodenum, jejunum, ileum, pancreas, cecum, colon, rectum, mesenteric lymph node,
sa’ivary glands, mandibular lymph node, harderian glands, exorbital lacrimal glands, thymus,
adrenal glands, sciatic nerve, pituitary gland, thyroid gland, parathyroid glands, trachea,
esophagus, pharynx/larynx, eyes, skin, mammary glands (female), ovaries, uterus, vagina,
urinary bladder, prostate, seminal vesicles, testes (right), femur (including joint), sternum, bone
magrow (femur, sternum), nose (4 sections) and selected gross lesions. Gross lesions which
were diagnosed at necropsy and for which microscopic examination was not appropriate (e.g.,
fluid, ruffled fur, missing anatomic parts) were generally not collected. Selected gross lesions
for which a microscopic diagnosis would not be additive (e.g., osteoarthritis, pododermatitis,
chronic dermatitis of the tail, urinary caleuli, and deformity of the teeth, toe, tail, or pinna)
were saved but were generally not processed for microscopic evaluation.

All tissues were fixed in 10% neutral buttered formalin except testes, and eyes which were

fixed in Bouin's solution. The lungs were inflated with 10% neutrai buffered formalin after
weighing.

All tissues, including selected gross lesions, collected from rats in the high-concentration and
control groups that were sacrificed at the end of the exposure period and from early death rats
(found dead, accidentally killed, sacrificed in extremis) during this period, were processed,
embedded in paraffin, cut at a nominal thickness of 5 micrometers, stained with hematoxylin
and eosin (H&E) and examiped microscopically. Nose, pharynx/larynx, liver, kidneys, lungs
and selected gross lesions from rats in the low- and intermediate-concentration groups were
also processed to slides and examined microscopically.

Mean final body weights and mean absolute and relative (to body and to brain weight) organ
weights were analyzed by one-way analysis of variance (ANOVA). Pairwise comparisons
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between treated and contro) groups were made with Dunnett's test. The Bartiett's test for

homogeneity of variances was performed on organ weight d
by nonparamestric procedures. Except for Bartlett's test (p <
p <0.05, :

ata and, if significant was followed
0.005), significance was judged at
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See MATERIALS AND METHODS section <. of the main report for the procedures used in
this portion of the study.

Mortality (Tables <> and <>)

There were no compound-related deaths. One 750 Ppm male rat was sacrificed jn extremis due
to a fractured tibja.

Organ Weights (Tables <> to <>, Appendix <>)

Results of Bartlett's test indicated that pasametric procedures were required for some organ
weights, as indicated in the organ weight tables. There were no compound-related effects on
organ weights of rats exposed to the test substance.

The mean absolute and refative (to brain) spleen weights and the mean relative (to body)
adrenal weight were significantly lower and higher than control weights, respectively in the
1500 ppm group males, and were considered to be secondary to lower bady weight in this
group. In females the mean absolute and relative (to brain) liver (1500 ppm) and spleen (1500
ppm) weights were significantly lower, and the mean relative (to body) kidney (750 and 1500
ppm), lung (1560 ppm), and adrenal (1500 ppm) weights were significantly higher than their
respective control weights, and were all considered to be secondary to lower body weight in
these groups.

Gross Observations (Tables <> (o <>, Appendices <>)

There were no compound-related gross observations, All gross observations, except for the
tibial fracture, were considered (o be spontaneous iesions that occur sporadically in this strain
and age of rat. The tibial fracture was considered to be an accidental injury.

Mieroscopic Findings (Table < to <>, Appendix <)

Minimal to moderate degeneration of the nasal olfactory mucosa was observed in males and
females and was considered to be compound-related. This lesion was observed in all est lovels
of both sexes and increased in incidence and severity with increasing exposure concentrations.
Olfactory degeneration was generally limited to the dorsal and anterior regions of the nose.
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Other microscopic lesions were considered to be spontaneous lesions that occur sporadically in
this straln and age of rat.
Discussions and Conclusions

The only primary compound-related pathology finding in this study was degeneration of the
nusal olfactory mucosa in males and fernales at all test concentrations.

Under the conditions of this study, based on pathology, there was no NOEL established.

PRGE ©



302 366 5003 PRGE 7

ENVIR. SCIENCE

41 ID

‘FILE No. 898 07-/15 '%6 14

5 ) ) *.IYINIS. TYIM SHOESIT 5L
ONY L ILVHIGON. 334 Mmo_mw [ "w07iW. 343K SNOISIT 9 ".IVWINIW. 3¥3A SHOISTT OT '.LNISIUd, 0IQVHS In3A

1T
S190-
SHOISIT QM mzam:.Mm.w_ { W (3dWYXI 404 "ATTYIILHIA GISSTudXI JuY SUITINN LIFIG 3IT8N0C

3qv¥9 HIY3 ¥3130 AOM 31¢ICARE HITHR "SISTHINIGY N1 SHIGWNN FHL HLIA WOILISOd A€ QWOJSIYEDD
TIYIAIS = ¢ -FLVYI00N = £ QNI = 2 TYHININ = T CUINISIYd s o

“O3NITYIANR ST dR0YT HIVI 803 GINIWYYI SHYSY0 10 S3I6KAR 3L ©
*SII0K
...... q 0 0 0 SLMINKGD Md0ISONIIN
. I - - (AS40473N LY GISONSVIQ) I¥NAIVEd TYEE[L
ar 4 00 or NSISIA k€ QIITAIYINS
01 0t ot o1 KL¥3a 40 3SMYD
- 1 - - JISYNYYHIE LON 'SIGIHAQIQIEI
) 1 ] ) $3IHLO
{9-1} 0L (pr1).8__ - - YSOJM AB0LIVETO 'MOILY¥INIOIG
0t o1 01 0 AL 7 18D 3SON
Mm.ﬂw Z o.mw I Mo.ﬂw i - LMY HOTLVWWTINI
g-2)_ a1 2°2)_01 0T} € - ¥SOIMW AYOLIV410 “NOILWIINIZAN
01 at o1 ot 11 91 3504
i I 0 oL AOYYYW IKGE
I 1 a ot WNNY3LS
ot 1 0 o1 (1LMI00 BEIGRIINI) ¥AWIS
Kis T D ot $3183L
T 0t e or t4N0Y¥9 NI HIEHAN  (§'€'2'[°d)  NOISIT/INSSIL
00g1 0S¢ (1143 0°Q S{4dd) ROILVHEINIJNOGD  S3IAVHD HOISIT
1 A 11t | INOILYNSISIA JNOuS
SEVY WM NI SNOILPANISHI0 D[40ISONIIM 40 SIAWHY NOISIY QMY SIINITIINI 20507 -4K
(panuvjuc)} FI8¥L mnc~w-mu

2G0T 2-H HLIA 1QALS LLIJEXQL HOIEYI¥HNI

~(3A43590 SN
S3GvHY WOISIT o
S3GVY9 WOISIY o



302 366 5003 PRGE 8

ENVIR. SCIENCE

42 1D

-FILE No. 898 07-15 '96 14

aNY L ILVIZA0H. mmqmu@ $37 T "L0VI4. 3434 SNOISTT § ‘L IVKINIW,
m_a_mﬁo..mzﬁ.__:;..

1
]
3QV49 HO¥T NZL40 A0H 3LvII

" 3UIAIS. IY3N SHOIST ¢
3N SNOISIT 0T '.LN3S3HUd. 30wy 5 ummh

' w ‘3VANYY3 #04 'AVIVI[L¥IA 0ISSIU4N3 Jyv SUIGHNR LIS10 318100  -q3AY3Sag Sva
ORI _HIIHA "SISIHANI¥YE NI SHIZWNK IHL HIIA NOILISOd A8 ONOJSIYYOT S2aveT KOISTY o

"YIAIS = & CJiVYIOON = £ QTIW = 2 STYRINIW = [ 'IHISTY] = d :S30¥49 KOISI1 O

GELINEELLTIIRS QP HTI

HIVI 404 GINIWYYI SNYSHO 3D wIgunk J#L o

1S3LON
6 0 G 0 SINIWW0D 140208 M
01 o1 00 ar N9IS3q 49 03314143
i]{ 01 o1 01 Kl¥30 30 3Saw)
K] ] T K EIHL0
(b-1)_0i_ (€'1} £ _ = a Y503 A¥GLIYIT0 'NOILYYINIDID
0T o1 o1 ot 80 % [I1 3SON
{§°2) QL (6°1)_01_ {(nr).e__ - YSOIMN A¥GLIVATO 'MOILYYIN29IQ
ot o1 i 01 11 %1 356m
o1 0. a of SOYYYH INOS
0 a9 0 a1 WAKYILS
ot a o o1 (1MIGC SWIGNTINI) 3nW34
& 0 0 a1 43008 AVRTHA
6 i 'R o1 YRISYA
I 0 0 ot SN
or 0 © T SI1YVAQ
Klw 0 o ot SAIVIS A BVIKYY
o o TTTRYTT AU i4n0¥D NI 939N (v'€2°T'd)  WOISI/3NSSIL
0051 0S4 0cE 0 :(Wdd) NOLLVNINIIN0I  SIOVYS KOISIT
(114 [A Al I! INO[LV¥NSISIG 4nOYs
SL1VY II¥WI4 NI SHOILWAY3SEQ Q:Smswz 40 SIAVYS NCISI aWy SIINZAIINI 20601 ~3u
(panuLiuo))  3I7gv) mng-“u

§SIU2-H HLIN AONLS ZLTDIXOL WOILVTWHNI


cogswell


